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8. (Once amended) A variant of a polypeptide of interest comprising a T-cell epitope, wherein 
said variant differs from said polypeptide of interest by having an altered T-cell epitope such that 
said variant and said polypeptide produce a different immunogenic response in a individual, 
wherein said T-cell epitope is altered by having a terminal portion of said polypeptide of interest 
comprising said T-cell replaced with a corresponding terminal portion of a homolog of said 
polypeptide of interest wherein said homolog does not comprise a T-cell epitope identical to 
said replaced epitope. 

Please add the following new claims. 

14. The variant of claim 8, wherein the polypeptide of interest and the homolog of said 
polypeptide are proteases. 

15. The variant of claim 14, wherein said protease is a subtilisin. 

16. A nHs^thod to determine the allergenic potential of an engineered protein comprising the 
steps of, 

a) immtinizing a first transgenic mouse with a protein of interest and immunizing a 
second transgenic mouse with an engineered protein wherein said engineered protein is a 
variant of said proteirv of interest and said protein of interest includes a T-cell epitope wherein 
the variant differs from the protein of interest by having an altered T-cell epitope; 

b) collecting serum of said first and said second immunized transgenic mice; 

c) measuring the serum foN antigen specific immunoglobulins; and 

d) comparing the immunogenic response of said variant and said protein of interest 
wherein the variant and the protein^f interest produce a different immunogenic response in said 
transgenic mice. 

17. The method according to claim 16, wherein said protein of interest is an enzyme. 

18. The method according to claim 17, wherein ^id enzyme is a protease. 

19. The method according to claim 16, wherein the antigen specific immunoglobulin is IgG. 
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20. The method according to claim 16, wherein the first transgenic mouse and second 
transgenicfnouse are HLA DR3/DQ2. 

21. The method according to claim 20, wherein the HLA DR3/DQ2 transgenic mice have been 
backcrossed with mice lacking the expression of endogenous l-A class II molecules. 

22. The method according to claim 16, wherein said T-cell epitope is altered with amino acid 
substitutions. 

23. The method according to claim 16, wherein said T-cell epitope is altered by having a 
terminal portion of said protein of interest which includes said T-cell epitope replaced with a 
corresponding terminal portion of a homolog of said protein of interest wherein said homolog 
does not comprise a T-cell Epitope identical to said replaced T-cell epitope. 

24. The method according to claim 16, wherein said immunogenic response produced by the 
variant is less than the immunogenic response produced by the protein of interest. 

25. The method according to claim 16, wherein said imrhunogenic response produced by the 
variant is more than the immunog^ic response produced by the protein of interest. 

26. A method of using transgenic mce to predict the allergenic response of a human to an 
engineered protein comprising the stefjs of, 

a) immunizing a first transgenic mouse with a protein of interest and immunizing a 
second transgenic mouse with an engineered protein, wherein said engineered protein is a 
variant of said protein of interest and the protein of interest includes a T-cell epitope, wherein 
the variant differs from the protein of interesl by having an altered T-cell epitope; 

b) collecting serum of the first and the second immunized transgenic mice; 

c) measuring the serum for antigen spet^ific immunoglobulins; and 

d) comparing the immunogenic response of the variant and the protein of interest, 
wherein the variant and the protein of interest produce a different immunogenic response in said 
transgenic mice, and wherein said immunogenic response is predictive of the allergenic 
response in humans. 

27. The method according to claim 26, wherein said piptein of interest is a protease. 
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